Glanzmann's thrombasthenia: modulation of clinical phenotype by alpha2C807T gene polymorphism.
The expression of Glanzmann's thromboasthenia (GT) varies, even among patients carrying the same mutation. It is conceivable that other gene loci may influence the clinical expression of GT and lead to specific phenotypes. To investigate GT clinical heterogeneity we screened 25 GT patients with a known alpha(IIb)beta3 molecular defect for thrombophilic mutations (FV Leiden, FII A20210) and the platelet glycoprotein (GP) alpha2 C807T gene polymorphism. The FV Leiden mutation was found in 1 patient, the FII A20210 mutation in none. Three GT patients were homozygous for the T807 allele and showed a mild clinical expression of GT whereas none of the patients presenting with a moderate or severe GT phenotype carried the alpha2 TT genotype (p=0.037, two-sided exact test). In patients carrying the same mutation, the clinical GT phenotype was milder in those with the TT807 genotype. Since the platelet alpha2 C807T gene polymorphism is associated with alpha2beta1 receptor density on the platelet surface, our findings suggest that the level of alpha2beta1 on platelets may be an additional factor affecting GT clinical expression.